April 12, 1554

, Lawrence L, leed
{ forth Droadway
‘tinore 5

gyland

ir Larry:

Thank you for sending me the lettcr from Clark, IHowever I think it would be
quite inappropriate for me to answer it directly, 1 will take the occasion to let
yew know the current status of ocur work on the problem,

A !iiss Helen 3Byers hos been concerning herself -lmost exclusively with this
sTory since the beginning of the present acadenic yeare She has had considerable
difficulty in reprocueibly repeating your results, bub hes -ore recently foand a
vather curious correlation between colonial morpholory and susce Jtlbllity o copper
ct various sublincs of the strain B, Ouwr main inicrest in bue grovicn 1s, of eourse,
fo ascertain tle genetic vases of the copper effect, So far, “iss Iyers has not been
able to obtain any evidence of a direct induction by co.per. ohe hag sscured a ce-
tectable yield of small colony variance only with treatnents that decinated the el-
pused populations, & few of her attempts to repeat your briefly nentloned exveriment
of exposing very small numbers of cells to copper hove failed comple tely; the cultvres
have either been completely sterilized, or at lower coppxr concencrations therc was
ro effect whatsoever, If you have any suggestions on how we mizht find betier luck
v following your result in this insortant experinent I would be indebted to you for
Them,

In E, coll K-12, the results of ropper treatronis have becn rmch rore irratic,
and I am not yet convinced that an znalogous rmtation occurs in that strain. A few
saall colony types can of cource be isolated but these have a much less character-
istic appearance than do the variznts from strain D and at best occur in only a
Sporatic fashion, 1liiss Syers will also be surveying a mmbder of other potentially
Crossablec =trains for what may prove to be more satisfactory naterisl for breeding
¢experiments. She has also done a fow crosses with the sow-called small coleny variznts
0f XK»12 and these have indicated only a typical genetic mutation as the basis of tie
tlwowth defect,

Ve had not ourselves intended to do anything by way of a cytological or a * ?
sytochemical study on this situstion until the genctic angle was cleared up, I see ‘

o reason whatsoever why you should not comply with Dr, Clark's request but it would
5o most discreet of course i7 you could convey to him the fact of lilss Byer's interest
in the problem, If he would then like to pursue the matter further directly with me,
It would be of course more than apuroprlate for him to write me directly.

I have been a 1little concérned about the significance of nucleic acid ration in #
the variant in that these ratios have a distinet dependence on the growth phase of the i
tulture. The small colony voriant obvicmsly follows a different course {or its growth '
in time, I do not kmow Low u.w could gure wicdocly coreclade the zhoszme of tha 0o
kinds of culture. Had you noticed, in this connection, tile paper by 3eljanskl whica
appeared in the Annales e the Pasteur Institute for October 19537 He reports that
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miists resistant to sireptomycin become richer in T and poorer in DU4,

Entirely aside from all this I have hoped that I could still persuade you to
Consider a mucleic acid analysis of rormal and small colony veaste If my persuasion
can have any chance of being effective, I will be happy to send you representative

(ultures at your own convenience,

I realize how preoccupied you must be at the present time, but will look
(grard to hearing from you at greater length perhaps when you have taken up your

sentific work again at I=ale,
| Yours sincerely,

Joshua Lederberg
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